Primary adrenal failure is a condition which should be readily treated with a normal quality of life: we have long been aware of the basic pathophysiology. We are able to essentially fabricate the deficient hormones, and we have sophisticated assays to assess replacement adequacy. Nevertheless, normalisation of the quality of life, avoidance of adrenal crises, and attainment of a normal mortality, appear to be difficult goals to achieve [1] . As clinicians, we weave between the Scylla of under-treatment with consequent fatigue and general ill-health, and the ever-present risk of adrenal crises, as opposed to the Charybdis of overtreatment and the metabolic syndrome. Indeed, even in a highly experienced unit with skilled staff and good patient training, the risk of adrenal crises seems to be ever present [2] . Such patient training includes warnings of 'sick day' rules, emergency injection packs, and in some cases specific patient training days or evenings. It is important to know that subcutaneous injection can be virtually as effective as the standard suggestion of intramuscular hydrocortisone [3] , although it should still be emphasised that the advice to 'double the oral dose' during febrile illnesses has hardly any firm evidence base. Nevertheless, in spite of all this activity, adrenal crises and their consequent morbidity and indeed mortality remain stubbornly present concerns in our patients' lives.
In the current issue of Endocrine, Meyer et al. [4] from Frankfurt, Germany, have studied whether a longitudinal assessment of quality of life could in some way help predict (and thus be used to avoid) such adrenal crises. A study of 110 patients over 10 months showed a prevalence of adrenal crises slightly higher than previously published (possibly due at least in part to the cohort including self-referred patients from a patient organisation, and thus possibly especially aware of their adrenal fragility); they found a trend for patients with a varying quality of life to show an increased likelihood to undergo an adrenal crisis, although the study was probably underpowered to demonstrate a suitably significant effect. However, what the authors refer to as 'precrises', requiring an increased dose of hydrocortisone replacement, were associated with a lower quality of life scores. While there is a danger in these findings being tautological, as patients generally less 'well' would be expected to more readily increase their dose of hydrocortisone from time to time, the findings do generally support the view that patients with fluctuating or generally low quality of life are more likely to require increased or emergency doses of hydrocortisone. While the authors do not link this to any specific hydrocortisone dose regimen, these new data do suggest we should be especially vigilant in alerting patients who report fatigue or discomfort with their replacement to any warning signs of impending crisis.
Some 70 years after the first use of corticosteroid replacement we are still some way from giving our adrenally insufficient patients the type of replacement they deserve. There appear to be subtle defects in immune function and inflammatory parameters in patients on conventional replacement which may be lessened by slowrelease preparations [5] , while others recommend prednisolone as an alternative glucocorticoid replacement [6] . Whatever the case, we are still some way from knowing how to provide the optimal replacement regimen, and how to avoid life-threatening adrenal crises. All research efforts in this direction should be commended-but we are not there yet.
